Introduction
The cytokines granulocyte-macrophage colonystimulating factor (GM-CSF) and interleukin-8 They also have indirect effects, for example, at concentrations that are not directly stimulatory, they enhance or 'prime' superoxide production subsequently stimulated by a second agonist. 1'4-6 The biochemical pathways which these cytokines use are not fully elucidated. Phospholipase A 2 activity may mediate some effects of GM-CSF, as this cytokine stimulates both the release of metabolites from phospholipids labelled with 3H-arachidonate [7] [8] [9] and the synthesis of plateletactivating factor. [1] [2] [3] [4] [5] [6] [7] [8] [9] [10] [11] [12] However, does not trigger the synthesis of these compounds. 3-1s 5-Lipoxygenase (5-LO) activity may also mediate GM-CSF effects as GM-CSF directly stimulates the release of leukotriene g 4 (LTB4), 1 However, both IL-8 and GM-CSF increase 5-LO activity in response to other agonists, 8'12'6'18 and this may contribute to the priming effect of these cytokines on the respiratory burst. 6 This is because the products of 5-LO, 5-hydroxyeicosatetraenoic acid (5-HETE) 9 and LTB420 ' To examine whether leukotriene synthesis is involved in either the direct or indirect priming activities of GM-CSF and 1L-8, measurements were made of cytokine-stimulated changes in the expression of the 2-integrin CD11b, and cytokine priming of superoxide generation in human neutrophils pretreated with and without either the arachidonate 5-LO inhibitor, 6,9-deepoxy-6,9-(phenylimino)-delta6'8-prostaglandin I1, (piriprost), 22 or the five-lipoxygenase activating protein (FLAP) 
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Absorbance at 270 nm Wavelength (nm) peptidoleukotrienes, LTC4, LTD4 and LTE4 were not detected. Figure 2 shows the data for GM-CSF primed neutrophils and similar data (not shown)
were obtained with unprimed cells. Figure 2 also shows the complete inhibition of leukotriene production in GM-CSF primed neutrophils preincubated with 100 nM MK-886. Similar inhibition of leukotriene synthesis by MK-886 was seen in unprimed neutrophils (data not shown). (Table 2 ). (Fig. 3) . It is concluded that leukotriene synthesis does not mediate either the direct activity or the priming eects of IL-8 and GM-CSF on mature neutrophils. The study shows that while therapeutic treatment of inflammation with 5-1ipoxygenase inhibitors will inhibit leukotriene production by neutrophils exposed to cytokines, it is unlikely to inhibit other activities of these cytokines such as those associated with upregulation of cell adhesion proteins, degranulation, adhesion and migration, or increased oxygen free-radical production.
